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B Review Sectlon III 1,
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Health Effects Division (7509C)

TO: Susan Jennlngs/Larry Schnaubelt
Reregistration Section II
Reregistration Branch
Spec1a1 Review and Rereglstratlon Division (7508W)

and

Paul Schroeder/Dennis Edwards
Product Management Team .19 -
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In a memorandum dated April.21, 1994, from Paul Chin Ph.D.
(Tox Branch I) to Karen Hamernik Ph.D. (Tox Branch I) and to
"Larry Schnaubelt/Brigid Lowery (PM Team 72, RD), a metabolism
study on diflubenzuron (MRID 417209-01 and 419190-01) was
reviewed and classified as Core-Supplementary. The study could
be upgraded, however, if certain additional information- specified
in the memorandum were submitted by the registrant (Solvay Duphar
B.V.). ©One of the four additidnal” items of information required
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to be submitted was the fellowing (quoted from the memorandum) :

"Based on the urinary metabolite profiles of dimilin, the
compound is hydrolyzed. However, it is not possible to- :
quantify distribution, biotransformation, and elimination of
the dlmllln because the specific activities in each of the
phenyl rings was not reported. Therefore, the specific

activity in each of the phenyl rings need to be reported."

The information described above must‘be available in order to
verify that the study was performed correctly and that the

‘:quantltatlve results in the study are valld.

It has come to the attention of" Tox1cology Branch I that the

‘registrant had inadvertently not been informed of the requirement

for additional information on this study until quite recently
(April, 1995). ' The registrant, however, has now responded to the
requirement for additional information on this study and has

~ provided the Agency with satisfactory additional information on

all four items (verbal communication with Paul Chin Ph.D. on May
1, 1995) A separate memorandum will be written which addresses
these issues and upgrades the study to an acceptable status. .

It has been necessary on several occasions 1n recent tlmes,
however, to perform dietary cancer risk assessments for
diflubenzuron that utilized quantitative information from this
metabolism study. In particular, the percentage conversion of
parent diflubenzuron to the metabolic products p-chloroanlllne
(PCA) and/or p- chlorophenylurea (CPU) was estimated in this study .
to be about 2% (see memorandum dated March 21, 1994 from Henry
Spencer Ph.D. to HED Metabolism Committee) and this quantitative
information (2% conversion rate) was used in the recent cancer
risk assessments. In performing these risk assessments, it was
assumed that the metabolism study had, in fact, been performed
correctly and that the quantitative results were valid. These
risk assessments may now be considered to be final since the
required additional information on the metabolism study,
partlcularly the specific activities in each of the phenyl rings,
has been received and determined to be satisfactory. The
metabolism study is now considered to have been performed
correctly and the quantitative results in the study are B
considered to be valid. :

cc: Thomas Myers/Karen Whlthﬂ
Risk Characterization and Analy31s Branch
Health Effects Division (7509C) :
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